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DETAILED ACTION 



Claims 1-12 are pending and examined on the merits. 

Claim Rejections - 35 USC § 101 



35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, 
manufacture, or composition of matter, or any new and useful improvement 
thereof, may obtain a patent therefor, subject to the conditions and requirements 
of this title. 

Claims 7-12 are rejected under 35 U.S.C. 101 because the claimed recitation of 
a use, without setting forth any steps involved in the process, results in an improper 
definition of a process, i.e., results in a claim which is not a proper process claim under 
35 U.S.C. 101. See for example Ex parte Dunki, 153 USPQ 678 (Bd.App. 1967) and 
Clinical Products, Ltd. v. Brenner, 255 F. Supp. 131, 149 USPQ 475 (D.D.C. 1966). 

Claims 7-12 are rejected under 35 U.S.C. 101 based on the theory that the 
claims are directed to neither a method of making nor a method of using, but rather 
embraces or overlaps two different statutory classes of invention set forth in 35 U.S.C. 
101, which is drafted so as to set forth the statutory classes of invention. 35 U.S.C. 101 
clearly states, "Whoever invents or discovers any new and useful process, machine, 
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manufacture, or composition of matter, or any new and useful improvement thereof, 
may obtain a patent therefore, subject to the conditions and requirements of this title." 
The term process as defined by 35 U.S.C. 101 means "process, art, or method, and 
includes a new use of a known process , machine, manufacture, composition of matter, 
or material." This is not interpreted to mean that a patent can be issued on a process of 
preparation and a method of use. A patent is given to any new and useful process not 
processes. Thus, Claims 7-12 are rejected under 35 U.S.C. 101 for the reasons stated 
above. 

Claim Rejections - 35 USC §112 



The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out 
and distinctly claiming the subject matter which the applicant regards as his 
invention. 

Claims 7-12 provide for the use of ZD6126 and gemcitabine, but since the claims 
do not set forth any steps involved in the method/process, it is unclear what 
method/process applicant is intending to encompass. A claim is indefinite where it 
merely recites a use without any active, positive steps delimiting how this use is actually 
practiced. Thus, claims 7-12 are rejected under 35 U.S.C. 112, second paragraph. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

(1) Claims 1-4 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bruns et al. (Clinical Cancer Research, May 2000, vol. 6, pp. 1936-1948) in view of 
Siemann et al. (Radiotherapy and oncology, 2000, vol. 57, pp. 5-12). 

Bruns et al. teach epidermal growth factor receptor blockade with the 
angiogenesis compound C225 and gemcitabine result in significant antitumor effects in 
human pancreatic cancer (see title and page 1944, discussion, lines 1-7). Data indicate 
that therapy with C225 and C225 plus gemcitabine, but not gemcitabine alone, caused 
not merely an inhibition but an actual involution of the neovasculature (i.e. vascular 
damaging effects), leading to tumor cell apoptosis and regression of established tumors 
(see page 1944, discussion, column 1 , last 6 lines). The mice were administered C225 
on Tuesday and Friday and gemcitabine on Wednesday and Saturday for 32 days (see 
page 1938, column 1, lines 1-10). 

Bruns et al. does not teach ZD6126 or an effective amount of ionizing radiation. 
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Siemann et al. teach that radiotherapy is the most important non-surgical 
treatment for cancer. Today, 45-50% of all cancer patients can be cured, and about 
70% of those who are cured receive either radiation alone or in combination with other 
modalitites (see page 5, introduction, lines 1-5). Recent experimental data from several 
laboratories have demonstrated that vascular targeting strategies can effectively 
enhance the antitumor effects of radiation treatment. It is well established that the 
aberrant vascular morphology, spatial heterogeneity in vessels, and metabolic micro- 
environment associated with solid tumors, can have significant adverse effects on the 
efficacy of radiation therapy. Treatment with anti-vascular agents eliminates many of 
these problem areas by causing extensive hemorrhagic necrosis in the center of 
tumors. For example, agents such as CA4Dp and ZD6126 as well as the FAA analog, 
dimethylxanthenone acetic acid, can produce abrupt and significant vascular effects 
which ultimately lead to extensive ischemic tumor cell death. These agents may 
improve the radiation response of tumors by impacting the radiation refractory hypoxic 
cell subpopulation of tumors. Typically, the vascular shutdown and subsequent 
induction of necrosis after treatment with anti-vascular agents is not complete, thus 
leaving areas of viable tumor cells from which the tumor could regrow. These findings 
are consistent with the notion that the two treatments (radiation and vascular targeting 
agent) are acting in a complimentary fashion at the microregional level, ie. the vascular 
targeting agent is preferentially eliminating the poorly oxygenated, and hence, radio 
resistant tumor cell subpopulation (see page 8, column 1 , first paragraph, last 5 lines to 
column 2, fist paragraph). 
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To one of ordinary skill in the art at the time of the invention would have found it 
obvious to combine the method of Bruns et al. and ZD6126 and radiation because of 
the following teachings: 1 ) Bruns et al. teach that an angiogenesis compound and 
gemcitabine cause actual involution of the neovasculature (i.e. vascular damaging 
effects) that leads to tumor cell apoptosis and regression of established tumors, 
compared to gemcitabine administered alone (see page 1944, discussion, column 1, 
last 6 lines); 2) Siemann et al. teach that ZD6126 is an angiogenesis compound that 
produce abrupt and significant vascular effects which ultimately lead to extensive 
ischemic tumor cell death (se page 8, column 1, paragraph 2, lines 5-10); 3) Selection 
of a known material based on its suitability for its intended use is obvious absent a clear 
showing of unexpected results attributable to the Applicant's specific selection. See 
e.g., In re Leshin, 227 F.2d 197, 125 USPQ 416 (CCPA 1960); and 4) Siemann et al. 
teach that typically the vascular shutdown and subsequent induction of necrosis after 
treatment with anti-vascular agents is not complete, thus leaving areas of viable tumor 
cells from which the tumor could re-grow (see page 8, column 1 , last 8 lines); and 5) 
Siemann et al. further teach that because of the above, the notion that the two 
treatments (radiation and vascular targeting agent) are acting in a complimentary 
fashion at the microregional level, ie. the vascular targeting agent is preferentially 
eliminating the poorly oxygenated, and hence, radio resistant tumor cell subpopulation 
(see page 8, column 1 , first paragraph, last 5 lines to column 2, fist paragraph). 
Thus, one skilled in the art would be motivated to substitute the angiogenesis 
compound or Bruns et al. with ZD6126 with expectation that the combination with 
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gemcitabine will be more effective in treating cancer. Further, one skilled in the art 
would be motivated to provide ionising radiation to the treatment because radiation 
therapy is seen as a complimentary therapy to anti-vascular agents in order to combate 
viable tumor cells not destroyed by the anti-vascular agent. 

(2) Claims 5 and 6 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Bruns et al. (Clinical Cancer Research, May 2000, vol. 6, pp. 1936-1948) in 
view of Siemann et al. (Radiotherapy and oncology, 2000, vol. 57, pp. 5-12) as 
applied to claims 1 -4 above in further view of Nugiel et al. (US 6,291 ,504 B1 ). 

The teachings of Bruns et al. and Siemann et al. are as applied to claims 1 -4 

above. 

Bruns et al. and Siemann et al. do not teach a pharmaceutical composition 
comprising ZD6126 and gemcitabine in association with a pharmaceutically acceptable 
excipient or carrier (claim 5), or a kit comprising ZD6126 and gemcitabine (claim 6). 

Nugiel et al. teach a combination therapy of an angiogenesis compound and one 
or more other known anti-cancer or anti-proliferative agents, such as gemcitabine (see 
abstract and column 1 1 , lines 60-63, column 12, line 46). The combination therapy can 
be provided in a pharmaceutical kit (see column 13, lines 39-63; addresses claim 6). 
The formulation may be presented in unit-dose or multi-dose containers with sterile 
carriers (see column 35, lines 32-40 and column 36, lines 27-35). 
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To one of ordinary skill in the art at the time of the invention would have found it 
obvious and motivated to combine the method of Bruns et al. in view of Siemann et al. 
and a kit and pharmaceutical composition because the construction of compositions and 
kits are within the skill of the art for anti-cancer combination therapy as taught by Nugiel 
etal. 

Conclusion 

No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to KENDRA D. CARTER whose telephone number is 
(571)272-9034. The examiner can normally be reached on 7:30 am - 4:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571) 272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Examiner, Art Unit 1617 

/SREENI PADMANABHAN/ 

Supervisory Patent Examiner, Art Unit 1617 



